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PROCESS FOR PREPARING 
4-PHENYL-1,3-BENZODIAZEPINES 

This is a division of application Ser. No. 91,062 ?led 
Nov. 5, 1979, now US. Pat. No. 4,309,424 which in turn 
is a continuation-in-part of appln. Ser. No. 948,896 ?led 
Oct. 5, 1978, now abandoned. 

This invention relates to novel 4-phenyl-l,3-ben 
zodiazepines, which are useful as antidepressants, anal 
getics, anticonvulsants, to methods of their preparation, 
to methods of treatment with pharmaceutically effec 
tive amounts thereof and to pharmaceutical composi 
tions containing such a compound as an active ingredi 
ent. This invention also relates to novel compounds 
which are intermediates in the preparation of said 4 
phenyl-l,3-benzodiazepines. 
To the best of our knowledge the compounds of the 

present invention have not been heretofore made, de 
scribed or suggested. Rodriguez et al., in U.S. Pat. No. 
3,681,340 granted on Aug. 1, 1972 and entitled “1,3 
Benzodiazepines,” teaches that compounds of the for 
'mula " 

in which R1 is hydrogen, free or etheri?ed OH or SH, 
amino or an aliphatic, araliphatic or aromatic radical; 
R2 is hydrogen or an acyl, aliphatic, araliphatic or aro 
matic radical; N-oxides and quaternaries and salts 
thereof, exhibit central nervous system depressing and 
coronary dilating effects. 
The compounds of this invention have the formula 

N=(R 
N-Rl 

Xm 

in which R is hydrogen or alkyl of from 1 to 5 carbon 
atoms; R1 is hydrogen, alkyl of from 1 to 5 carbon 
atoms, cycloalkylalkyl of from 4 to 8 carbon atoms or 
aralkyl having from 1 to 5 carbon atoms in the alkyl 
moiety; X and Y are the same or different and each can 
be hydrogen, chlorine, bromine, ?uorine, methoxy, 
alkyl of from 1 to 3 carbon atoms, hydroxy or tri?uoro 
methyl; m is the integer 1 or 2; and n is the integer l, 2 
or 3. Also included within the scope of the present 
invention are the optical antipodes and the physiologi 
cally acceptable salts of the above-depicted compounds. 

Preferred compounds of the present invention are 
those in which R and R1 are alkyl of from 1 to 5 carbon 
atoms. Particularly preferred compounds are those 
wherein R is methyl or ethyl and R1 is methyl. 
Novel intermediate compounds, which are also the 

subject of this invention, utilized in the preparation of 

10 

20 

25 

30 

35 

45 

50 

55 

65 

2 
the benzodiazepines of this invention, have the formula 

in which R1 is hydrogen, alkyl of from 1 to 5 carbon 
atoms, cycloalkylalkyl of from 4 to 8 carbon atoms or 
aralkyl having 1 to 5 carbon atoms in the alkyl moiety; 
R2 is hydrogen or alkyl of from 1 to 5 carbon atoms 
with the proviso that R; is hydrogen when R1 is alkyl; 
or a group of the formula 

wherein R3 is hydrogen, alkyl of from 1 to 4 carbon 
atoms, cycloalkyl of from 3 to 7 carbon atoms or aryl; 
and X, Y, m and n are as previously de?ned. 

Additional novel intermediates of the present inven 
tion include compounds of the formula 

N01 

'Xm R2 
/ 

CHz-CH-N 
\ 

R1 

Yn 

in which R1 is hydrogen, alkyl of from 1 to 5 carbon 
atoms, cycloalkylalkyl of from 4 to 8 carbon atoms or 
aralkyl having '1 to 5 carbon atoms in the alkyl moiety; 
R2 is hydrogen or alkyl of from 1 to 5 carbon atoms 
with the proviso that R; is hydrogen when R1 is alkyl of 
from 1 to 5 carbon atoms; or a group of the formula 

wherein R3 is hydrogen, alkyl of from 1 to 4 carbon 
atoms, cycloalkyl of from 3 to 7 carbon atoms or aryl; X 
and Y are the same or different and each can be hydro 
gen, chlorine, bromine, ?uorine, methoxy, alkyl of from 
1 to 3 carbon atoms, hydroxy or tri?uoromethyl; m is 
the integer l or 2 and n is the integer 1, 2 or 3; and 

N02 

Xm W 
ll 

Z-C 

Y» 

in which Z is methylene or a group of the formula 
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R4 

C=CHN 

R4 

wherein R4 is alkyl of from 1 to 5 carbon atoms; W is 
0x0 or a group of the formula N—OR5 wherein R5 is 
hydrogen or alkanoyl of from 1 to 5 carbon atoms; X 
and Y are the same or different and each can be hydro 

gen, chlorine, bromine, ?uorine, methoxy, alkyl of from 
1 to 3 carbon atoms, hydroxy or tri?uoromethyl; and m 

is the integer l or 2; n is the integer l, 2 or 3. 
In the above intermediates, i.e., the phenethylamines 

and the corresponding acyl derivatives thereof, pre 
ferred compounds are those in which R1 is alkyl of from 
1 to 5 carbon atoms. Particularly preferred compounds 
are those in which R] is methyl. 
The physiologically acceptable salts of the present 

invention are acid addition salts which may be prepared 
from inorganic acids such as hydrochloric, hydro 
bromic, sulfuric, nitric, phosphoric and perchloric 
acids, as well as from organic acids such as tartaric, 
citric, acetic, succinic, maleic, fumaric and oxalic. 
As used throughout the speci?cation and appended 

claims, the term “alkyl” shall mean a straight or 
branched chain hydrocarbon group containing no un 
saturation and having from 1 to 5 carbon atoms. Exam 
ples of alkyl groups are methyl, ethyl, propyl, isopro 
pyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isopen 
tyl, neopentyl, tert-pentyl and the like. The term “cy 
cloalkyl” shall mean a saturated hydrocarbon group 
possessing at least one carbocyclic ring and having from 
3 to 7 carbon atoms. Examples of cycloalkyl groups are 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cy 
cloheptyl and the like. The term “cycloalkylalkyl” re 
fers to a radical formed by attachment of an alkyl func 
tion to a cycloalkyl group. Examples of cycloalkylalkyl 
radicals include cyclopropylethyl, cyclopropylpropyl, 
cyclopropylbutyl, cyclopropylpentyl, cyclobutyl 
methyl, cyclobutylpropyl, cyclobutylbutyl, cyclopen 
tylmethyl, cyclopentylethyl, cyclopentylpropyl, cy 
clohexylethyl, cycloheptylmethyl and the like. The 
term “aryl” shall mean phenyl or phenyl substituted 
with one or more chloro, bromo, ?uoro, methoxy, alkyl 
of from 1 to 5 carbon atoms, hydroxy or tri?uoromethyl 
groups. The term “aralkyl” refers to a radical formed by 
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attachment of an alkyl function to an aryl moiety. The ' 

term “alkanoyl” shall mean the residue of an alkylcar 
boxylic acid (alkanoic acid) having from 1 to 5 carbon 
atoms formed by removal of the hydroxy group of the 
carboxylic acid moiety. Examples of alkanoyl groups 
include formyl, acetyl, propionyl, butyryl and the like. 
The compounds of the present invention can be pre 

pared according to the following sequence of reactions 
in which R, R1, R2, R3, R4, R5, W, X, Y, Z, In and n are 
as previously de?ned, unless other wise indicated. 

1. A 2-(2-nitrophenyl)acetophenone of the formula 

65 

Y): 

is converted to an oxime of the formula 

Yn 

by any convenient method known to the art. A pre 
ferred method involves re?uxing the acetophenone in a 
mixture of ethyl alcohol, aqueous sodium acetate and 
hydroxylamine. 

2. A compound of formula II is acylated with an 
alkanoic acid anhydride to provide the corresponding 
oxime alkanoate of the formula ’ 

N02 III 

Yn 

in which Z is methylene and W is NOR5 wherein R5 is ' 
alkanoyl of from 1 to 5 carbon atoms. Suitable alkanoic 
acid anhydrides include mixed formic acid-acetic acid 
anhydride, butyric acid anhydride, pentanoic acid anhy 
dride, hexanoic acid anhydride and the like. Acetic acid 
anhydride is preferred. 

3. A compound of formula III is carefully reduced to 
provide the corresponding 2-nitro-a-phenylphenethyla 
mine of the formula ‘ 

N02 

The reducing agent used in this step must be compatible ' 
with the phenyl nitro group. Diborane is preferred. 
Additionally, this reduction is carried out in the pres 
ence of a solvent such as tetrahydrofuran and at a low 
temperature of from about 0° C. to about 30° C. or at 
ambient temperature. 

4. A compound of formula IV is further reduced to 
provide the corresponding 2-amino-a-phenylphene- _ 
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thylamine, a novel intermediate compound of the pres 

ent invention, of the formula ~ ‘ 

NH; 

Xm 

CHZCHNHZ 

Yn 

A preferred reducing method involves hydrogenation 
with a palladium on carbon catalyst or Adam’s catalyst. 
Also other chemical reducing methods are suitable such 
as the use of tin and hydrochloric acid. 

5. .,A compound of formula IV is converted by any 
method known to the art, to the corresponding amide of 
the formula ‘ ‘ ~ 

,Yn 

This conversion is carriedvout withan appropriate car 
boxylic acid anhydride or halide in the presence of a 
suitable solvent. Appropriate carboxylic acid anhy 
drides include acetic anhydride, propionic anhydride, 
butyric anhydride and the like. Appropriate carboxylic 
acid halides include cyclohexanecarbonyl chloride, 
cyclopopanecarbonyl chloride, cyclobutanecarbonyl 
chloride, cyclopentanecarbonyl chloride, cyclohep 
tanecarbonyl chloride and the like. Carboxylic acid 
anhydrides are preferred. Acetic anhydride is most 
preferred. Additionally, when R3 is hydrogen, a pre 
ferred method is the mixed anhydride procedure utiliz 
ing a mixture of acetic anhydride and formic acid at a 
temperature of from about 0° C. to 100° C. with a suit 
able solvent such as benzene. Alkylformates may also be 
utilized to prepare the formamides of formula VI, i.e., 
the compounds of formula VI wherein R3 is hydrogen. 
Suitable alkylformates include methyl formate, ethyl 
formate, propyl formate, butyl formate and the like. 
When methyl formate is employed, it is desirable to 
carry out the reaction at an elevated temperature of 
from about 60"-100° C. in a pressure vessel such as a 

Paar bomb. A reaction temperature of about ‘80° C. is 
preferred. ' ' 

6. A compound of formula VI is reduced in amanner 
consistent with the procedure of step 3, above, to pro 
vide the corresponding N-alkyl-a-phenyl-Z-nitro 
phenylethylamine of the formula 
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N02 VII 

Yn 

in which R1 vis alkyl of from 1 to 5_c_arbon atoms, cy 
cloalkylalkyl of :from 4 to 8 carbon atoms or aralkyl. 

7. A compound of formula 'VII is reduced in a manner 
consistent with the procedure of step 4, above, to pro-Q 
vide the corresponding N-alkyl-Z-amino-pa-phenyl 
phenethylamine, a novel intermediate of the present 
invention, of the formula 

NY” 

8. A compound of formula V or VIII is cyclized with 
a compound of the formula 

czrtso CH3O 

CzI-IsO-C-R or CI-IgC-C-R 

‘C2H5O CH3‘) ' 

tov ‘provide the corresponding‘ 1,3-benzodiazepine, ‘a 
compound ofithe’ present invention, of the formiila 

IX 

This cyclization is carried out in the presence of an acid 
catalyst such asethanolic hydrochloric acid at a tem 
perature of from 25°‘ C., to re?ux of the reaction mixture. 

In an alternative-process, the compounds of the pres 
ent invention areprepared'according to“ the following 
reaction sequence which R, R1, R2, R3, X, Y, m and 
n are as previously de?ned, unless otherwise indicated. 

1'. A compound of formula VII is acylated'? in a man 
ner consistent with‘ the procedure of step '5‘, supra, to 
provide the corresponding N-alkyllN-allranoyl-d-phe 
nyl-2-nitrophenethylamine of the formula 
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in which R1 is alkyl of from 1 to 5 carbon ‘atoms, cy 
cloalkylalkyl of from 4‘ to 8 carbon atoms or aralkyland 
R2 is a groupof theformula. v 1 ' 

II N 

C-R3 

wherein R3 is hydrogen or alkyl of from 1 to 4 carbon v 
atoms. 

2'. A compound of formula X is reduced in a manner 
consistent with the procedure of step '6, supra to pro 
vide the corresponding N-alkyl-N-alkanoyl-2-amino-a- < 
phenylphenethylamine of the formula ‘ 

NR2 x1 

X”, I R2 

CI?-CH-N 

. R1 I 

Yn 

in which R1, R2 and R3 are as described in Step 1'. 
3'. A compound of formula XI is converted to the 

l,3v-benzodiazepine of formula IX wherein Rand R3 are 
the same. The conversion is conveniently performed by 
treating XI with a cyclodehydrating agent, heat or in 
the presence of a suitable solvent. Among cyclodehy 
drating agents there may be mentioned phosphorous 
pentoxide, phosphorous pentachloride, phosphorous 
trichloride, phosphorous oxychloride, boron tri?uo 
ride, boron trichloride and the like. Among suitable 
solvents there may be mentioned halocai'bons such as, v 
for example, dichloromethane, chloroform, 1,2 
dichloroethane and the like, and aromatic hydrocarbons 
such as benzene, toluene, oxylene and the like. Phos 
phorous oxychloride is the preferred cyclodehydrating 
agent and dichloromethane is the preferred solvent. 
The reaction temperature is not narrowly critical. Gen 
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erally, the reaction mixture is heated 'at the re?ux tem- _ 
perature of the solvent to promote a reasonable rate of 
reaction. When phosphorous oxychloiride and dichloro 
methane are employed, the cyclodehydration proceeds 
satisfactorily at the re?ux temperature of the solvent. 

In‘ each of the above reaction steps, optimum condi 
tions depend upon starting materials, solvents, catalysts 
and other reaction components,>as will become more 
apparent in the examples given below. 

Optical antipodes can be prepared by resolution with 
common resolving agents such as optically pure tartaric 
and camphor'sulfonic acids' or synthesized from opti 
cally pure precursorsj" 

65 

8 
Compounds depicted in formula I are either generally 

available or prepared as described below. 0. Hromatka 
et al., Montsh, 100, 469 (1969) describe the following 
synthesis in which X is chlorine or bromine: 

N02 

——> 
HZN coin 

N01 

. x’ : " :cozu 
N02 

” x ‘ CHzCOzH 

Routine manipulation of this synthesis would provide 
corresponding compounds in which X is fluorine, hy 
droxy, methoxy or cyano. 

' Additionally, 2,4-dinitroaniline can be treated by 
routine methods to ultimately provide a compound of 
the formula 

N02 

through the following precursors: 

021s: N0; 
5 I. 

NH; 

' 02»: N02 

% 
cozn 

HZN . v. ' 

. -% 

.0021; ~ 

vHZN N02 7 

CHzCOOl-I 

Thereafter, compounds of formula I‘ can be prepared 
by Friedel Crafts acylation as follows: . . 



4,459,230 
9 

-continued 
NO; 

X 

CH2—C=O 5 

Compounds of formula I are also prepared by the 
process described by E. E. Garcia and R. I. Fryer in J. 
Heterocyclic Chemistry, 11, 219 (1974). In this process, 
an enamine of the formula 15 

N02 

Xm R4 
/ 

CH=CHN 

R4 

20 

in which R4, X and m are as described herein, is con 
densed with a benzoyl halide, e. g., a benzoyl chloride of 
the formula 25 

Yr! 

COCl 
30 

in which Y and n are as hereinbeforedescribed to afford 
, an enaminoketone of the formula 

35 
NO; 

x,,, p 

hZ-C 
(‘:11 Y, 40 
N 

/ \ 
R4 R4 

in which R4, X, Y, m and n are as above, Ii.e, a com- 45 
pound of the formula ' 

' N02 '- . 

w .0 

4Q 
in which Z is 55 

R4 
/ 

C=CHN 

R4 

wherein R4 is alkyl of from 1 to 5 carbon atoms, W is 
oxo and X, Y, m and n are as described above. The 
enaminoketone is then hydrolyzed and deformylated to 
I. 65 
The utility of the compounds of the present invention 

in the treatment of depression in mammals is demon 
strated by their ability to inhibit tetrabenazine induced 

10 
depression in mice [International Journal of Neurophar 
macology, 8, 73 (1969)], a standard assay for useful 
antidepressant properties. Thus, for instance, an intra 
peritoneal dose of 1.5 mg/kg of body weight and an oral 
dose of 2.1 mg/kg of body weight of 4,5-dihydro-2,3 
dimethyl-4-phenyl-3H-1,3-benzodiazepine hydrochlo 
ride each demonstrate a 50% inhibition of ptosis of 
tetrabenazine-induced depression in mice. Also, an in 
traperitoneal dose of 9.7 mg/kg of body weight of 4,5 
dihydro-3-methyl-4-phenyl-3H-1,3-benzodiazepine hy 
drochloride and an intraperitoneal dose of 20 mg/kg of 
body weight of 4,5-dihydro-4-phenyl-3H-1,3-ben 
zodiazepine hydrochloride demonstrate a similar inhibi 
tion in this assay. Finally, an intraperitoneal close of 20 
mg/kg body weight of 4,S-dihydro-2-methyl-4-phenyl 
3H-l,3-benzodiazepine hydrochloride demonstrates a 
30% inhibition in this assay. These data indicate that the 
compounds of the present invention would be useful as 
antidepressants in mammals when administered in 
amounts ranging from 0.01 to 100 mg/kg of body 
weight per day. 
Compounds of the present invention are useful as 

analgetics dueto their ability to alleviate pain in mam 
_mals, as demonstrated in the phenyl-Z-quinone writhing 
assay in mice, a standard assay for analgesia [Proc. Soc. 
Exptl. Biol. Med.,,95, 729 (1957)]. Thus, for example, a 
subcutaneous dose of 21.3 mg/kg of body weight of 
4,5-dihydro-4-phenyl-3H-1,3-benzodiazepine hydro 
chloride demonstrates a 50% inhibition of writhing 
produced in this assay. This datum illustrates that com 
pounds of this invention are useful for alleviating pain in 
mammals when administered in amounts ranging from 
about 0.01 to about 100 mg/kg of body weight per day. 
Compounds of the present invention are further use 

ful as anticonvulsant agents for mammals, as determined 
by Woodbury, L. A. and Davenport, V. D. [Arch. Int. 
Pharmacodynam, 92, pp 97-107 (1952)]. For example, 
4,5rdihydro-3-methyl-4-phenyl-3H-1,3-benzodiazepine 
hydrochloride and 4,5-dihydro-4-phenyl-3H-1,3-ben 
zodiazepine hydrochloride at an intraperitoneal dose of 
13.4 and 19.4 mg/kg of body weight, respectively, each 
produce a 50% protection from the effect of supramaxi 
mal electroshock. These data illustrate that compounds 
of the present invention are useful in treating convul 
sions in mammals when administered in amounts rang 
ing from about 0.01 to about 100 mg/kg of body weight 
per day. 
Compounds of this invention include: 

7-chloro-4,5-dihydro-2,3-dimethyl-4-phenyl-3H-1,3 
benzodiazepine; 

2,3-diethyl-7,8-di?uoro-4,5-dihydro-4-phenyl-3H-1,3 
benzodiazepine; 

4,5-dihydro~2,3-dimethyl-4-(3-trifluoromethylphenyl) 
3H-l,3—benzodiazepine; 

4,5-dihydro-2-ethyl-4-phenyl-3H-1,3-benzodiazepine; 
4,5-dihydro-4-phenyl-7-tri?uoromethyl-3H-1,3-ben 

zodiazepine; 
4,5-dihydro-2,3-dimethyl-6-methoxy-4-(2-methoxy 

phenyl)-3H-l,3-benzodiazepine; 
4,5-dihydro-2-isopropyl-4-phenyl-3-n-propyl-3H-1,3 

benzodiazepine; 
7,8-dibromo-4,5-dihydro-2,3-dimethyl-4-(2-methyl 

phenyl)-3H-1,3-benzodiazepine; 
4,5-dihydro-9-hydroxy-4-(3-n-propylphenyl)-3H-1,3 

benzodiazepine; 
7,8-dibromo-4-(2,3-di?uorophenyl)-4,5-dihydro-2,3 

dimethyl-3H-1,3-benzodiazepine; 
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4-(4-chlorophenyl)-4, 5-dihydro-2, 3-dimethyl-3H- 1,3 
benzodi'azepine; 

4-(4-chlorophenyl)-4, 5-dihydro-2-ethyl-3-methyl-3H 
1,3-benzodiazepine; 

4,5-dihydro-2, 3-dimethyl-4-(2-fluorophenyl)-3H-1,3 
benzodiazepine; 

4, 5-dihydro-2-ethyl-4-(2-?uorophenyl)-3-methyl-3H 
1,3-benzodiazepine; 

4-(4-bromophenyl)-4,5-dihydro-2,3-dimethyl-3H-1,3’ 
benzodiazepine; 

4-(4-bromophenyl)-4, 5-dihydro-2-ethyl-3-methyl-3H 
1,3-benzodiazepine; 

4, S-dihydro -2,3-dimethyl-4-(4-tri?uoromethylphenyl) 
3H- 1 ,3-benzodiazepine; 

4, 5-dihydro-2-ethyl-3-methyl-4-(4-tri?uoromethyl 
phenyl)-3H-1,3-benzodiazepine; 

4-(3,4-dichlorophenyl)-4, 5-dihydro-2, 3-dimethyl-3H 
l, S-benzodiazepine; 

4-(3,4-dichlorophenyl)-4, 5-dihydro-2-ethyl-3-methyl 
3H- 1,3-benzodiazepine; 

7-chloro-4,5-dihydro-2,3-dirnethyl-4-phenyl-3H-1,3 
benzodizepine; 

7-chloro-4, 5-dihydro-2-ethyl-3-methyl-4-phenyl-3H 
, 1,3-benzodiazepine; 

8-chloro-4,5-dihydro-2,3-dimethyl-4-phenyl-3H-1,3 
benzodiazepine; 

8-chloro-4, 5-dihydro-2-ethyl-3-methyl-47phenyl-3H 
l,3-benzodiazepine; _ ' 

4, 5-dihydro-2,3-dimethyl-7-methoxy-4-phenyl-3H-1,3 
benzodiazepine; 

4, 5-dihydro-2-ethyl-7-methoxy-3-methyl-4-phenyl-3H 
1,3-benzodiazepine; 

4, 5-dihydro-2,3-dimethyl-8-methoxy-4~phenyl-3H-1,3 
benzodiazepine; 

4, 5-dihydro-2-ethyl-8-methoxy-3-methyl-4-phenyl-3H 
1,3-benzodiazepine; 

4, 5-dihydro-7, 8-dimethoxy-2, 3-dimethyl-4-phenyl-3H 
1,3-benzodiazepine; 

4, 5-dihydro-7,8-dimethoxy-2-ethyl-3-methyl-4-phenyl 
3H- l,3-benzodiazepine; 

6-chloro-4, 5 -dihydro-2,3-dimethyl-4-phenyl-3H-1,3 
benzodizepine; 

6-chloro-4, S-dihydro -2-ethyl-3-methyl-4rphenyl-3H 
1,3-benzodiazepine; 

7-chloro-4, 5-dihydro-2,3-dimethyl-4-(2~?uorophenyl) 
3H-l,3-benzodiazepine; . 

7-chloro-4, S-dihydro -2-ethyl-4-(2-fluorophenyl)-3 
methyl-3H-1,3-benzodiazepine; 

4,5-dihydro-2-ethyl-4-(4-?uorophenyD-3-methyl-3H~ 
1,3-benzodiazepine; 

4,5-dihydro—2-ethyl-4-(4-methylphenyl)-3-methyl-3H 
1,3-benzodiazepine; 

4, 5-dihydro-2, 3-dimethyl-4-(4-?uoro-2-methylphenyl) 
3H- 1 ,3-benzodiazepine; 

4,5-dihydro-2-ethyl-4-(4-?uoro-2-methylphenyl)-3 
methyl-3H-1,3-benzodiazepine; 

i 4,5-dihydro-2,3-dimethyl-4-(2-?uoro-4-methylphenyl) 

3H-l,3-benzodiazepines; 
4,5-dihydro-2-ethy1-4-(2-?uoro-4-methylphenyl)-3 

methyl-3H-1,3-benzodiazepine; 
3-butyl-2-sec-butyl-4,5-dihydro-4-phenyl-3H-1,3-ben 

zodiazepine; 
4,5-dihydro-2,3~diisobutyl-4-phenyl-3H-1,3-benzodiaze 

pine; 
2-tert-butyl-4,5-dihydro-4-phenyl-3H-1,3-benzodiaze 

pine; 
4,5-dihydro-2,3-diisopentyl-4-phenyl-3H-1,3-ben 

zodiazepine; 

1O 

12 
4,5-dihydro-3-pentyI-Z-tert-pentyl-4-phenyl-3H-1,3 

benzodiazepine; 
4,5-dihydro-3-neopentyl-4-phenylJ3H-l,3-benzodiaze 

P1118; - . 

7-chloro-4-(2-chlorophenyl)-4,5-dihydro-2,3-dimethyl 
3H-l,3-benzodiazepine; ' 

7-chloro-4-(2-chlorophenyl)-4,5-dihydro-2-ethyl-3 
methyl-3H-1,3-benzodiazepine; 

4,5-dihydro-2-tert-pentyl-4-phenyl-3H-1,3-benzodiaze 
pine; 

3-cyclopropylmethyl-4,5-dihydro-2-methyl-4wphenyl 
3H-l,3-benzodiazepine; ' 

3-cyclopentylmethyl-4,5-dihydro-2-methyl-4#phenyl 
3H-l,3-benzodiazepine; and i - _ 

3-cyclobutylethyl-4,5-dihydro-2 ethyl-4-phenyl-3H-l,3 
benzodiazepine. 
Effective quantities of the compounds of the inven 

' tion may be administered to a patient by any one of 
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various methods, for example, orally as in capsules or 
tablets, parenterally in the form of sterile solutions or 
suspensions, and in some cases intravenously in the form 
of sterile solutions. The free base ?nal products, while 
effective themselves, may be formulated and adminis 
tered in the form of their pharmaceutically acceptable 
addition salts for purposes of stability, convenience of _ 
crystallization, increased solubility and the like. 
The active compounds of the present invention may 

be orally administered, for example, with an inert dilu 
ent or with an edible carrier, or they may be enclosed in 
gelatin capsules, or they may be compressed into tab 
lets. For the purpose of oral therapeutic administration, 
the active compounds of the invention may be incorpo 
rated with excipients and used in the form of tablets, 
troches, capsules, elixirs, suspensions, syrups, wafers, 
chewing gum and the like. These preparations should 
contain at least 0.5% of active compound, but may be 
varied depending upon the particular form and may 
conveniently be between 4% to about 70% of the 
weight of the unit. The amount of active compound in 
such compositions is such that a suitable dosage will be 
obtained. Preferred compositions and preparations ac- - 
cording to the present invention are prepared so that an 
oral dosage unit form contains between 1.0-300 milli 
grams of active compound. 
The tablets, pills, capsules, troches and the like may 

also contain the following ingredients: a binder such as 
microcrystalline cellulose, gum tragacanth or gelatin; 
an excipient such as starch or lactose, a disintegrating 
agent such as alginic acid, Primogel, corn starch and the 
like; a lubricant such as magnesium stearate or Sterotex; 
a glidant such as colloidal silicon dioxide; and a sweet 
ening agent such as sucrose or saccharin may be added 
or a ?avoring agent such as peppermint, methyl salicyl 
ate, or orange ?avoring. When the dosage unit form is 
a capsule, it may contain, in addition to materials of the 

. above type, a liquid carrier such as a fatty oil. Other 

65 

dosage unit forms may contain other various materials 
which modify the physical form of the dosage unit, for 
example, as coatings. Thus, tablets or pills may be 
coated with sugar, shellac, or other enteric coating I 
agents. A syrup may contain, in addition to the active 
compounds, sucrose as a sweetening agent, and certain 
preservatives, dyes and colorings and ?avors. Materials 
used in preparing these various compositions should be 
pharmaceutically pure and non-toxic in the amounts 
used. 
For the purpose of parenteral therapeutic administra 

tion, the active compounds of the invention may be 
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incorporated into a solution or suspension. These prepa 
rations should contain at least 0.1% of active com 
pound, but may be varied to be between 0.5 and about 
5% of the weight thereof. The amount of active com 
pounds in such compositions is such that a suitable dos 
age will be obtained. Preferred compositions and prepa 
rations according to the present invention are prepared 
so that a parenteral dosage unit contains between 0.5 to 
100 milligrams of active compound. 
The solutions or suspensions may also include the 

following components: a sterile diluent such as water 
for injection, saline solution, ?xed oils, polyethylene 
glycols, glycerine, propylene glycol or other synthetic 
solvents; antibacterial agents such as benzyl alcohol or 
methyl paraben; antioxidants such as ascorbic acid or 
sodium bisul?te; chelating agents such as ethylene 
diaminetetraacetic acid; buffers such as acetates, citrates 
or phosphates and agents for the adjustment of tonicity 
such as sodium chloride or dextrose. The parenteral 
preparation can be enclosed in ampules, disposable sy 
ringes or multiple dose vials made of glass or plastic. 

EXAMPLE 1 

a. A stirring mixture of 43.0 g of 2-(2-nitrophenyl 
)acetophenone, 200 ml of 95% ethyl alcohol, 31.2 g of 
sodium acetate and 24.3 g of hydroxylamine hydrochlo 
ride in 100 ml of water is re?uxed for 1 hour and then 
permitted to stand for 16 hours. Thereafter, the precipi 
tate is collected by suction ?ltration and the ?lter cake 
is sequentially washed with 100 ml of 60% aqueous 
ethyl alcohol, two 100 ml portions of water, dried and 
recrystallized from 95% ethyl alcohol to provide nearly 
colorless crystals, mp ll9°-l2l° C., of 2-(2-nitrophenyl 
)acetophenone oxime. [The 2-(2-nitrophenyl)acetophe 
none starting material is reported in Chem., Absts., 63, 
16237g (1965)]. 

b. A stirring solution of 5.0 g of 2-(2-nitrophenyl 
)acetophenone oxime in 10 ml of potassium hydroxide 
dried pyridine is treated with 5 ml of acetic anhydridein 
three equal portions. After total addition, the solution is 
heated on a steam bath for 45 minutes with the exclusion 
of moisture and then decanted into 50 ml of ice water. 
An oil separates which solidi?es with continued stir 
ring. The solid is successively collected ‘by vacuum 
?ltration, washed with water, dried under vacuum over 
potassium hydroxide pellets and recrystallized from 
95% ethyl alcohol to provide nearly colorless crystals, 
mp 63°-'66° C., of 2-(2-nitrophenyl)acetophenone oxime 

' acetate. ‘ 

c. 150 ml of a 1M solution of diborane in tetrahydro 
furan are added to a stirring mixture of 9.0 g'of 2-(2 
nitrophenyl)acetophenone oxime acetate and 150 ml of 
tetrahydrofuran over a 20 minute span with ice-water 
bath cooling. After total addition, the reaction mixture 
is stirred for 48 hours at ambient temperature before 
carefully adding, with stirring, 150 ml of a 5% hydro 
chloric acid solution. After this total addition the tetra 
hydrofuran is distilled under reduced pressure and the 
residue is extracted thrice with 200 ml portions of ether. 
The aqueous phase is basi?ed with 50% sodium hydrox 
ide and the alkaline phase is extracted thrice with 300 ml 
portions of ether. The combined ether extracts are dried 
and then concentrated, leaving an oil which, in ether, is 
converted to its hydrochloric acid salt. The salt is col 
lected by vacuum ?ltration and then washed thor 
oughly with ether. The dried salt is recrystallized from 
methyl alochol to provide colorless crystals, mp 

14 
26l°~263° C., dec., of 2-nitro-a-phenylphenethylamine 
hydrochloride. 

(1. 19.4 g of 25% a sodium‘rnethoxide in 
methyl alcohol solution areadded tow a suspension of 
19.6, g of 2-nitro-a-phenylphenethylamine hydrochlo 
ride in'l00 ml of ethyl alcohol. After the addition, the 
mixture is stirred with steam bath warming before being 
?ltered. The ?lter cake is washed with 70 ml of 95% 

, ethyl alcohol and the ?ltrates are combined and then 

25 

transferred into a~500vml Parr. hydrogenation bottle 
which had been charged with 2.0 g of a 10% palladi 
um/c'arbon catalyst and 20 ml of 95% ethyl alcohol. 
The mixture is hydrogenated for 3 hours at 50 psig at 
ambient temperature. Thereafter, the mixture is suction 
?ltered and the ?ltrate is evaporated, leaving an orange 
oil which is dissolved in 100 ml of chloroform. The 
chloroform solution iswashed twice with 100 ml por 
tions of 5% sodiumhydroxide solution. All the chloro 
form solutions are ,. combined and then sequentially 
dried, ?ltered and the ?ltrate isevaporated, leaving an 
orange oil which is diluted with 12 m1 of cyclohexane. 
This solution is seeded. with a crystalline product ob 
tained from the previously obtained crude oil by crys 
tallization of a sample from a small amount of cyclohex 
ane, stirred vigorously and permitted to stand at 5‘? C. 
for 48 hours. Thereafter, the mother liquor is decanted 
and the crystalline. precipitate is pulverized and col 
lected in a Buchner funnel. The ?lter cake is washed 
with cyclohexane, dried and recrystallized from‘cyclo 
hexane to provide colorless crystals, mp 43°—44° C., of 
2-amino-a-phenylphenethylamine. ‘ 

e. 70 ml of hydrochloric acid saturatedabsolute ethyl 
alcohol are added dropwise to a stirred mixture of 7.0 g 
of Z-amino-a-phenylphenethylamine hydrochloride, 
salt of step d, and 70 ml of triethylorthoformate. A‘fter 
total addition, the reaction mixture is re?uxed, in the 

' absence of moisture, for 16 hours and'then successively 
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cooled, diluted with ether and suction ?ltered to pro 
vide azcryst'alline material which is dried under vacuum 
for 5 hours. The product is recrystallized from a methyl’ 
alcohol-ether mixture and the resulting crystals are 
washed with ether and then dried, providing colorless 
crystals, mp l85°~l87°~ C., of 4,5-dihydro-4wpheny'l-3H 
1,3-benzodiazepine hydrochloride. 7 ~ " " 

' Analysis: Calculated for C15H14N'2.HCl: 69.62%C; 
5.84%H;~- l0.82%N. Found: 69.7l%C;' 5.84%H; 
10.83%N. ' 'Y ' 

EXAMPLE 2 

76.6 of triethylorthoacetate are added to a re?uxing 
solution of 7.1 g'of Z-amino-a-phenylphenethylamineq 
(Example ld) and 91 ml of hydrochloric acidsaturated 
absolute ethyl alcohol. After this addition‘, re?uxing is 
continued for 16 hours before the mixture is permitted 
to cool. The cooled mixture is‘ diluted with l.5“liter of 
ether and then refrigerated in the absence of moisture 
for 72 hours. Thereafter, the solvent is decanted and the 
precipitate is covered with ether. The precipitate is 
collected by suctionv ?ltration‘ and then dried. The dried 
product is'recrystallized from an ethylalcohol-le'ther 
mixture to provide, after drying under vacuum at 40° 
C., colorless crystals mp l94°'—197°'C., of 4,5-dihydro-2 
methyl-4-phenyl-3H-l,3-benzodiazepine ' hydrochlo 
ride. ‘ ' 

Analysis: Calculated for C16H16N2.HCl: 70.45%C; 
6.28%H;-_ 10.26%N. Found: 70.42%C; 6.29%H; 
10.22%N. ' ‘ , i 



4,459,230 
15 

EXAMPLE 3 

a. A mixture of 27.6 g of 'acetic anhyride and 16.7 ml 
of formic acid is heated at 50°—67° C. for 15 minutes and 
then cooled to 10°-l5" C. A solution of 31.8 g of 2-nitro 
a-phenylphenethylamine, free base of Example lc, in 
benzene is added at such a rate as to maintain the reac 
tion mixture’s temperature at 10°—l5°' C. After total 
addition, the suspension is stirred ‘for 48 hours'at 50° C. 
and then stirred for an additional 48 hours at ambient 
temperature. Thereafter,7the material is collected by 
suction ?ltration and then rinsed well with ‘ether. The 
?ltrate- is evaporated under reduced pressure and the 
resulting solid is combined with thel?lter cake. The 
combined solid is dried under vacuum at 40'? C. for 2 
hours and the dried material is dissolved in' methylene 
chloride and this solution is successively washed with 
5% hydrochloric acid solution, washed with water, 
dried, ?ltered and evporated leaving a solid. The solid is 
recrystallizedtfrom ethyl alcohol to:provide, after dry 
ing under vacuum at 90° C., light yellow crystals, mp 
15 1 °- 1 53“ C., of vN-formyl-Z-nitro-ct-phenylphenethyla 
mine. I . ; . . 

b..A solution of 96 ml of 1M diborane in tetrahydro 
furan and 50 ml of tetrahydrofuran is added dropwise to 
an ice cold suspension of 13 got‘ »N.-formyl-.2-nitro-a 
phenylphenethylamine in 150 of tetrahydrofuran. After 
the effervescence ceases, 28 ml of 5N hydrochloric acid 
are added dropwise. v ‘ ~ , ' 

Thereafter, the solvent is removed under reduced 
pressure and the resulting oily mixture is_bas_i?ed with a 
50% sodiumv hydroxide aqueoussolution. The basi?ed 
mixture is extracted with-severalv portions of ether and 
the combined ether extracts are successively vdried, 
?ltered and evaporated, providing. an oil. The oil is 
dissolved in benzene and this solution is treated with 
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ethereal hydrochloris? acid. The solvent. is removed and . 
the resultingmaterial is recrystallized from isopropyl 
alcohol to ‘provide, after drying over xylene for 24; 
hours, light yellow “crystals, mp 192_°—l_,96° C._, of N 
methyl-2-nitro-aiphenylphenethylamine hydrochlo 
ride. 

phenethylamine hydrochloride in.v 20 m1 ofethyl alcohol 
is added to a Parr hydrogenation'bot'tle» previously 
charged with 0.2 .g'of platinum dioxide, Adam’s cata 
lyst, and 5 ml of ethyl alcohol. This is pressurized to 50 
psi with hydrogen for 5 minutes, then to 15 psi and 
placed on a Parr shaker. for 30 minutes. The mixture is 
?ltered through a ?ne sintered glass funnel and, the 
?ltrate is evaporated. The resulting material is recrystal 
lized from isopropyl alcohol toprovide, after, drying, 
colorless crystals, mp 190°_19l° C}, of 'Z-aminoQN-meth 
yl-a-phenylphenethylamine hydrochloride. ’ . . 

d. 40ml of hydrochloric acid saturated absolute ethyl 

c. A solution of 0.5: g of.N-methyl-2mitro-d-phenyb. 

40 

50 

55 
alcohol are added dropwise to a stirred mixture of 4.0 g . 
of 2-amino-N-rnethyl-a-phenylphenethylamine hydro 
chloride and 40 ml of triethyl orthoformate. After this 
addition, the resulting solution is successively re?uxed 
for 16 hours, cooled, diluted with ether andsuction 
?ltered, providing a crystalline material. The material is 
recrystallized by dissolving in methyl'alcohol, ‘?ltering 
and diluting withether to provide, after drying, color 
less crystals, mp 251°~254° C1,’ of 4,5-dihydro-3-methyl 
4-phenyl-3H-1,3-benzodiazepine hydrochloride. 

Analysis: Calculated for C16H16N2.HCl: 70.45%C; 
6.28%H; 10.26%N. Found: 70.44%C; 6.19%H; 
10.50%N. 
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EXAMPLE 4 

40 ml of hydrochloric acid saturated absolute ethyl 
alcohol are added-dropwise to a stirred mixture of 4.0 g 
of 2-amino-N-methyl-a-phenylphenethylamine hydro 
chloride (Example 3c) and 40 ml of triethyl‘orthoace 
tate. After total addition the reaction mixture is succes 
sively re?uxed for 2 hours, cooled, diluted with ether 
and ?ltered to collect a solid‘ material. The material is 
recrystallized from a methy alcohol-ether mixture to 
provide a white, solid material which is dried to provide 
a crystalline product, mp 240°—243° C., of 4,5-dihydro 
2,3-dimethyl-4-phenyl-3H-1,3-benzodiazepine hydro 
chloride. - a - _ ' 

Analysis: Calculated for C17H13N2.HC11 71.19%C; 
6.68%H; 9.77%N.‘Found: 71.43%C; 6.59%H; 9.73%N. 

1 EXAMPLE 5 
90 ml of Ethanolic hydrogen chloride is added drop 

wise to a stirred suspension of 9.00 g of 2-amino-a-phe 
nyl-N-propylphenethylamine in 90 ml of triethyl orth 
oacetate. After complete addition, the mixture is re 
?uxed for 2 hours. The ethanol is slowly distilled from 
the mixture and additional 'ethanolic hydrogen chloride 
(50 m1) is added. The mixture‘is then distilled to :1 vol 
ume of 20-30 m1. 100 ml of ether is added causing pre 
cipitation of the hydrochloride salt. The salt is col 
lected, washed with ether (100ml) and dried to give 
white crystals, mp 272°—275° .C. of 4,5-dihydro-2-meth 
yl-4-phenyl-3-propyl-3I-L1,3-benzodiazepine hydro 
chloride. _ . , > ‘ > . 

Analysis: Calculated for C19H22N2HC1: 72.48%C; 
7.36%H; 8.90%N. Found: 72.25%C; 7.34%H; 8.90%N. 

7 EXAMPLE 6 ' 1' 

250 g of 2-Amino-N-cyclohexylmethyl-a-phenyl 
phenethylamine dihydrochloride is heated in 2.40 ml of 
re?uxing triethyl orthoacetate and 0.75 ml of acetic acid - 

> for 1.5.,hours, after which the vvolatile components are; ~ 
distilledfrom the reaction mixture. The residualssolr 
vents are. removed in vacuo (aspirator). The resulting - 
solid is dissolved in 25 ml of 5% hydrochloricacid and 
10 ml of; methylene chloride. The biphasic mixture is 
poured onto 100 ml of water and the resulting biphasic 
mixture is extracted with methylene chloride (2x100 
ml)- The combined methylene chloride extracts are . 
dried over anhydrous magnesium sulfate and the methy 
lene chloride evaporated affording a pale yellow oil. 
The oil is dissolved in 50 ml of ether. Etherial hydrogen - 
chloride .ispadded precipitating the salt as an oily solid. 
The ether is evaporated and the oily solid is dissolved in 
10 ml of methanol. 50 ml of ethyl acetate is then added. 
The methanol is boiled from solution, followed by cool 
in'g. Hexane is slowly addeduntil a slight cloudiness 
appears. Scratching produces white crystals, mp 
2565-258“ C., of 3-cyclohexylmethyl-2-methyl-4-phe 
nyl-3H-l,3-benzodiazepine hydrochloride. . 

Analysis: Calculated for C23H23N2.HCl: 74.88%C; 
7.92%H; 7.59%N. Found: 74.71%C; 8.02%H; 7.55%N. 7 

EXAMPLE 7 

6.00 g of 2-Amino-N-methyl-a-phenylphenethyla 
mine dihydrochloride is heated in 8.1 ml of re?uxing 
triethyl orthopropionate and 2.4 ml of acetic acid for 2 
hours, after which the volatile solvents are distilled 
from the reaction mixture. The less volatile solvents are 
then distilled in vacuo (aspirator) from the mixture. The 
resulting oil is dissolved in 20 ml of 5% hydrochloric 
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acid and the acidic soltution is poured onto 100 ml of 
water. The aqueous phase is washed with 100 ml of 
ether, basi?ed with 50% sodium hydroxide and ex 
tracted with dichloromethane (2x200 ml). The com 
bined dichloromethane extracts are dried over anhy 
drous magneisum sulfate and the dichloromethane 
evaporated affording a colorless oil. The oil is dissolved 
in 100 ml of ether. Ethereal hydrochloric acid is added 
precipitating the salt as an oily solid. The ether is evapo 
rated from the mixture and the resulting oil is recrystal 
lized from 20 ml of acetone providing crystals, mp 
250°—255° C. dec, of 2-ethyl-3-methyl-4~phenyl-3H-1,3 
benzodiazepine hydrochloride. 

Analysis: Calculated for C13H20N2.HCl: 71.87%C; 
7.04%H; 9.31%N. Found: 71.69%C; 6.87%H; 9.29%N. 

EXAMPLE 8 

6.00 g of 2-Amino-N-benzyl-a-phenylphenethyla 
mine dihydrochloride is heated in 17.64 ml of refluxing 
triethyl orthoacetate and 5.58 ml of acetic acid for 24 
hours, after which the solvents are distilled from the 
reaction ?ask ?rst at atmospheric pressure followed by 
distillation in vacuo (aspirator). The resulting oil is 
dissolved in 5% hydrochloric acidzmethylene chloride 
(20 ml: 10 ml) and poured onto 100 ml of water contain 
ing 10 ml of 37% hydrochloric acid. The biphasic acidic 
mixture is washed with ether (2X 100 ml), basi?ed with 
10 ml of 50% sodium hydroxide and extracted with 
methylene chloride (2x200 ml). The combined methy 
lene chloride extracts are dried over anhydrous magne 
sium sulfate and the methylene chloride evaporated. 
The resulting oil is dissolved in ether (100 ml). Ethereal 
hydrochloric acid (20 ml) is added precipitating the 
hydrochloride salt. The precipitate is collected and 
washed with 60 ml of hot acetone affording white vcrys 
tals, mp 245°-247° C., of 3-benzyl-4,5-dihydro-2-meth 
yl-4~phenyl-3H-1,3-benzodiazepine hydrochloride. . 

Analysis: Calculated for C23H22N2.HCl: 76.03%C; 
6.38%H; 7.71%N. Found: 75.59%H; 6.45%H; 7.64%N. 

EXAMPLE 9 

4.00 g of 2-Amino-N-ethyl-a-phenylphenethylamine 
dihydrochloride is heated in 14.4 ml of triethyl orth 
oacetate and 4.44 ml of acetic acid for 24 hours after 
which the solvents are removed ?rst by distillation at 
atmospheric pressure, followed by distillation in vacuo 
(aspirator). The resulting oil is dissolved in 20 ml of 5% 
hydrochloric acid. The acidic mixture is poured onto 
200 ml of water containing 20 ml of 37% hydrochloric 
acid. The biphasic mixture is washed with 100 ml of 
ether, basi?ed with 50% sodium hydroxide solution and 
extracted with methylene chloride (2X200 ml). The 
combined extracts are dried over anhydrous magnesium 
sulate and evaporated affording a yellow oil. The oil is 
dissolved in 100 ml of ether. 10 ml of Ethereal hydro 
chloric acid is added precipitating the hydrochloride 
salt. The salt is collected and washed with hot acetone 
affording pale yellow crystals, mp 249°~252° C., of 
4,5-dihydro-3-ethyl-2-rnethyl-4-phenyl-3H-1,3-ben 
zodiazepine hydrochloride. 

Analysis: Calculated for C1gHz0N2.HCl: 71.87%C; 
7.04%H; 9.31%N. Found: 71.57%C; 7.05%1-1; 9.20%N. 

EXAMPLE 10 

A mixture of 4 g of 2-amino-N-methyl-a-(4-?uoro 
phenyl)phenethylamine, 5.6 ml of acetic acid and 18.33 
ml of triethyl orthoacetate is re?uxed for 2 hours. The 
solvents are evaporated in vacuo. The residue is com 
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bined with 5% hydrochloric acid and extracted with 
ether. The aqueous layer is basi?ed and extracted with 
ether. The dried (anhydrous sodium sulfate) organic 
phase is ?ltered, ethereal hydrochloric acid is added 
dropwise to the ?ltrate and the product oils out. The 
solvent is evaporated and the residue recrystallized 
from ethanol-ether giving crystals, mp 253°—255° C., of 
4,5-dihydro-2,3-dimethyl-4-(4~fluorophenyl)-3H-1,3 
benzodiazepine hydrochloride. 

Analysis: Calculated for C17H17FN2.HCl: 66.99%C; 
5.95%H; 9.19%N. Found: 66.69%C; 5.87%H; 9.01%N. 

EXAMPLE 1 l 

A mixture of 3 g of Z-amino-N-methyl-a-(4-methyl 
phenyl)phenethylamine dihydrochloride, 9.32 g of tri 
ethyl orthoacetate and 3.42 g of acetic acid is re?uxed 
for 3!,- hours. The solvent is evaporated and approxi 
mately 10 ml of 5% hydrochloric acid and 100 ml of 
water are added. The aqueous layer is extracted with 
ether. The aqueous layer is basi?ed with 10% sodium 
hydroxide solution and extracted with ether. Ethereal 
hydrochloric acid is added and the product precipitates 
as the salt. Recrystallization from ethanol gives crystals, 
mp 285°—288° C., of 4,5-dihydro-2,3-dimethyl-a-(4 
methylphenyl)-3H-1,3-benzodiazepine hydrochloride. 

Analysis: Calculated for C18H20N2.HCl: 71.87%C; 
7.04%H; 9.31%N. Found: 71.85%C; 7.11%H; 9.28%N. 

EXAMPLE 12 

A stirred solution of 4. 10 g of 2-amino-a-(4-methoxy 
phenyl)-N-methylphenethylamine, 16.22 g of triethyl 
orthoacetate and 5.6 ml of glacial acetic acid is held 
under re?ux (bath temperature 112° C.) for 2 hours. 
After standing overnight at ambient temperature the 
solution is concentrated in vacuo (pump) at 90° C. on a 
rotary evaporator. An ethereal solution of the residual 
oil is washed with 5% hydrochloric acid. The aqueous 
phase is made alkaline with 50% sodium hydroxide 
solution and the mixture is extracted twice with 25 
ml-portions of methylene chloride. The combined, 
(dried over anhydrous sodium sulfate) organic phase is 
evaporated to afford a solid. Recrystallization from 10 
ml of acetonitrile provides tan crystals, mp 130°-132° C. 
of 4,5-dihydro-2,3-dimethyl-4-(4-methoxyphenyl)-3H 
1,3-benzodiazepine. 

Analysis: Calculated for C1gH20N2O: 77.12%C; 
7.19%H; 9.99%N. Found: 77.20%C; 7.13%H; 
10.05%N. 

EXAMPLE 13 

A stirred solution of 4.1 g of 2-amino-a-(4-methoxy 
phenyl)-N-methylphenethylamine, 17.6 g of triethyl 
orthopropionate and 5.6 ml of glacial acetic acid is 
heated under re?ux for 3 hours with exclusion of mois 
ture. After standing overnight at ambient temperature 
the solution is concentrated in vacuo (pump) at 90° C. 
on a rotary evaporator. A solution of the residual oil 
and 100 ml of methylene chloride is washed with 10% 
sodium hydroxide solution. The dried (over anhydrous 
sodium sulfate) organic phase is ?ltered and concen 
trated to an oil which is dissolved in 50 ml of anhydrous 
ether. Treatment with excess ethereal hydrogen chlo 
ride provides a precipitate which is collected, washed 
with ether and dried in vacuo at 40° C. Recrystallization 
from 40 ml of isopropanol provides colorless crystals, 
mp 240°—242° C. dec, of 4,5-dihydro-2-ethyl-4-(4 
methoxyphenyl)-3-methyl-3H-1,3-benzodizepine hy 
drochloride. 
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Analysis: Calculated for C19H22N2O.HCl: 68.98%C; 
7.01%H; 8.47%N. Found: 68.66%C; 6.98%H; 8.30%N. 

EXAMPLE 14 

A stirred solution of 3.33 g of Z-aminO-a-phenphene 
thylamine, 17.63 g of triethyl orthopropionate and 5.6 
ml of glacial acetic acid is heated under re?ux with 
exclusion of moisture for 2% hours. Volatile components 
are removed on a rotary evaporator at 90° C. under 
reduced pressure (pump). A solution of the residual oil 
and 100 ml of methylene chloride is washed with 10% 
sodium hydroxide solution, dried over anhydrous so 
dium sulfate, ?ltered and concentrated to an oil. A solu 
tion of the oil and 70 ml of anhydrous ether is treated 
with excess ethereal hydrogen chloride. The precipitate 
is collected, washed with anhydrous ether and dried. 
Recrystallization from 90 ml of isopropanol provides 
colorless crystals, mp 242°—245° C., of 4,5-dihydro-2 
ethyl-4-phenyl-3H-1,3-benzodiazepine hydrochloride. 

Analysis: Calculated for C17H13N2.HCl: 71.20%C; 
6.68%H; 9.77%N. Found: 71.23%C; 6.65%H; 9.70%N. 

EXAMPLE 15 

A mixture of 3.5 g of ct-(3,4-dimethoxyphenyl)-N 
methyl-2-nitrophenethylamine, 11.9 g of triethyl orth 
oacetate and 4.6 ml of acetic acid is re?uxed for 2% 
hours. The solvents are evaporated and the residue 
partitioned between 5% hydrochloric acid and ether. 
The aqueous layer is separated, basi?ed, extracted with 
ether and dried over anhydrous sodium sulfate. Ethe 
real hydrochloric acid is added to the ?ltered ether 
extract and the product oils out. The mixture is evapo 
rated to dryness and the residue recrystallized from 
ethanol-ether, giving colorless crystals, mp 222°-226° 
C., of 4,5-dihydro-4-(3,4-dimethoxyphenyl)-2,3-dimeth 
yl-3H-l,3-benzodiazepine hydrochloride. 

Analysis: Calculated for C19H22NzO2.HCl: 65.89%C; 
_ 6.68%H; 8.08%N. Found: 65.84%C; 6.62%H; 8.06%N. 

EXAMPLE 15A 

A mixture of 1.1 g of N-acetyl-a-(3,4-dimethoxy 
phenyl)-N-methyl-2-aminophenethylamine in 40 ml of 
methylene chloride and 0.26 g of phosphorous oxychlo 
ride is re?uxed 18 hours. The residue is basi?ed with 
10% sodium hydroxide solution and extracted with 
additional methylene chloride. The extracte is dried 
(over anhydrous sodium sulfate) and evaporated. The 
residue is dissolved in absolute ethanol and ethereal 
hydrogen chloride is added. The product crystallizes on 
addition of the ethereal hydrogen chloride, ether giving 
colorless crystals, mp 220°—226° C., of 4,5-dihydro-4 
(3,4-dimethoxyphenyl)-2,3-dimethyl-3H-1,3-ben 
zodiazepine. 

Analysis: Calculated for C19H22N203.HC1: 65.80%C; 
6.68%H; 8.08%N. Found: 65.53%C; 6.70%H; 7.87%N. 

EXAMPLE 16 

A mixture of 4 g of 2-amino-N-methyl-a-(3,4-dime 
thoxyphenyl)phenethylamine, 14.8 g of triethyl ortho 
propionate and 5.54 g of acetic acid is refluxed for 2 
hours. The solvents are evaporated. The residue is dis 
solved in methylene chloride, washed with 5% sodium 
hydroxide solution and water and dried over anhydrous 
sodium sulfate, ?ltered and evaporated. The residue is 
dissolved in ether and ethereal hydrogen chloride is 
added dropwise. The product which precipitates as the 
hydrochloride salt is recrystallized from ethanol-ether 
giving tan crystals, mp 2l4°-2l6° C., of 4,5-dihydro-4 
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20 
(3,4-dimethoxyphenyl)-2-ethyl-3-methyl-3H-1,3-ben 
zodiazepine. 

Analysis: Calculated for CgoHziNzOgl-IC]: 66.57%C; 
6.98%H; 7.76%N. Found: 66.63%C; 6.93%H; 7.81%N. 

EXAMPLE 17 

3.00 g of N-Ethyl-2-nitro-a-phenylphenethylamine 
hydrochloride is treated with 100 ml of hot 95% etha 
nol containing 1.10 g of potassium hydroxide for 15 
minutes, after which the mixture is ?ltered and placed in 
a Paar ?ask. 0.15 g of 10% palladium on charcoal is 
added and the mixture is hydrogenated at room temper 
ature and 50 psia for 3 hours, after which the catalyst is 
removed. The ethanol is evaporated from the ?ltrate 
and the resulting yellow oil is poured onto 100 ml of 
water. The biphasic aqueous mixture is extracted with 
methylene chloride (2X 100 ml). The combined methy 
lene chloride extracts are dried over anhydrous magne 
sium sulfate and the methylene chloride evaporated to 
afford a colorless oil. The oil is dissolved in 50 ml of 
ether. Ethereal hydrogen chloride (100 ml) is added 
precipitating the hydrochloride acid salt as an oil. The 
ethanol is evaporated and the oil is dissolved in 20 ml of 
i-propanol with heating. Upon cooling, white crystals, 
mp >248° C. dec, fell from solution providing Z-amino 
N-ethyla-phenylphenethylamine dihydrochloride. 

Analysis: Calculated for C16H20N2.2HCl: 61.35%C; 
7.08%H; 8.94%N. Found: 61.25%C; 7.11%H; 8.95%N. 

EXAMPLE 1:; ’ 

3.34 g of _2-Nitro-a-phenyl-N-propylphenethylamine 
hydrochloride is heated in 100 ml of 95% ethanol con 
taining 1.21 g of potassium hydroxide for 15 minutes, 
after which the precipitated sodium chloride is removed 
by ?ltration. The ethanolic ?ltrate is placed in a Paar 
?ask containing 0.15 g of 10% palladium on charcoal 
and hydrogenated at 50 psia for 2 hours. The catalyst is 
then removed and the ethanol evaporated. The result 
ing yellow oil is poured onto 100 ml of water and the 
biphasic aqueous mixture is extracted with methylene 
chloride (2x100 ml). The combined methylene chlo 
ride extracts are dried over anhydrous magnesium sul 
fate and the methylene chloride evaporated affording a 
yellow oil. The oil is dissolved in 50 ml of ethanol. 
Ethereal hydrogen chloride (50 ml) is added, precipitat 
ing the hydrochloride salt. The ethanol is evaporated 
and the resulting white powder is recrystallized from 20 
ml of i-propanol to give crystals, mp >243‘ C. dec, of 
2-amino-a-phenyl-N-propylphenethylamine dihydro 
chloride. 

Analysis: Calculated for C17H24N2Cl2: 62.39%C;_ 
7.39%H; 8.56%N. Found: 62.16%C; 7.32%H; 8.49%N. 

EXAMPLE 19 

7.0 g of N-Cyclohexylmethyl-2-nitro-a-phenylphene 
thylamine hydrochloride is treated with 200 _ml of warm 
95% ethanol containing 2.07 of potassium hydroxide for 
15 minutes, after which the mixture is ?ltered and 
placed in a Paar ?ask containing 0.35 g of 10% palla 
dium on charcoal. The mixture is hydrogenated at 50 _ 
psia for 2 hours. After removal of the catalyst, the etha 
nol is evaporated and the resulting biphasic mixture is 
poured onto 200 ml of water. The aqueous mixture is 
extracted with methylene chloride (2x200 ml). The 
combined methylene chloride extracts are dried over 
anhydrous magnesium sulfate and the methylene chlo 
ride is evaporated giving a colorless oil. The oil is dis 
solved in 100 ml of ether. Ethereal hydrogen chloride 
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(200 ml) is added and the salt precipitates from solution. 
The hydrochloride salt is collected as a gummy pow 
der, which is recrystallized from i-propanol to provide 
crystals, mp 205° C. dec, of 2-amino-N-cyclohexyl 
methyl-a-phenylphenethylamine dihydrochloride. 

Analysis: Calculated for C21H28N2.2HCl: 66.14%C; 
7.93%H; 7.35%N. Found: 65.90%C; 7.86%H; 7.34%N. 

EXAMPLE 20 

To a mixture of 10 g of' a-(4-methylphenyl)-N-meth 
yl-2-nitrophenethylamine and 150 ml of ethanol, 3.7 g of 
potassium hydroxide is added. The mixture is stirred for 
15 minutes and the potassium chloride ?ltered off. The 
solution is hydrogenated at room temperature in the 
presence of 0.5' g of 10% palladium on charcoal for 2 
hours. The catalyst is ?ltered off and ethereal-hydrogen 
chloride is added to the ethanolic ?ltrate. The mixture is 
evaporated and the residue is recrystallized from 
ethanol-ether giving crystals, mp 225°-228° C., of 2- ' 
amino-N-methyl-a-(4-methylphenyl)phenethylamine 
dihydrochloride. 

Analysis: Calculated for C15H20N2.2HCl: 61.35%C; 
7.08%H; 8.91%N. Found: 61.18%C; 7.02%H; 8.87%N. 

EXAMPLE 21 
A mixture of 10.02 g of a~(4-methoxyphenyl)-N 

methyl-Z-nitrophenethylamine hydrochloride, 100 ml 
of dichloromethane and 100 ml of water is treated with 
excess 10% sodium hydroxide solution. The dri'ed'(over 
anhydrous sodium sulfate) organic phase is concen-_ 
trated to afford 8.74 g of_a yellow oil. A mixture of the 
oil, 100 m1 of absolute ethanol and 0;.5 g of 10% palla 
dium on‘charcoal catalyst is hydrogenated at 50 psia 
and ambient temperature on a Parr apparatus. Filtration 
and concentration of the ?ltrate on a rotary evaporator 
affords" 10.35 g of an oil. A, solution of the oil and 20 m1 
of methanol is treated with excess ethereal hydrogen 
chloride. Further dilution with ether affords l'a, gum 
which solidi?es on trituration with fresh ether. Recrys 
tallization from 25 ml vof isopropanol gives crystals, mp 
223°~226° C. dec, of Z-amino-a-(4-methoxyphenyD-N 
methylphenethyla‘mine dihydrochloride. ' 

Analysis: Calculated for C16H20N2O.2HCl: 
58.37%C; 6.74%1-1; 8.51%N. Found: 58.11%C; 
6.93%H; 8.36%N. 

. EXAMPLE 22' - 

' A 1M solutionof borane-tetrahydrofuran. complex in 
tetrahydrofuran (42 ml)‘is added dropwise to a stirred 
cooled suspension of 6.00 g of N-acetyl-2-nitro-a 
phenylphenethylamine. in 60 ml of tetrahydrofuran. 
After complete addition thel'mixtur'e is allowed to stir at 
room temperature for 24 hours, after which the excess“ 
borane is decomposed by the subsequent additions of 20' 
ml of 5% hydrochloric acid and 2ml of acetic acid. The 
mixture is then basi?ed with 20 ml of 50% sodium hy-_ 
droxide solution. The tetrahydrofuran is evaporated 
from the biphasic mixture and the remaining aqueous‘ 
phase is poured onto 100 ml of water. The aqueous 
mixture is extracted with methylene chloride (2X 100 
ml). The combined methylene chloride extracts are 
dried over anhydrous magnesium sulfate and evapo 
rated to afford a yellow oil which is dissolved in 50 ml 
of ether. Ethereal hydrogen chloride (100 ml) is added 
precipitating the salt as an oil. The ether is evaporated 
and the remaining oil is dissolved in 20 ml of 100% 
ethanol and allowed to crystallize to provide crystals, 
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22 
mp 2l6°—225° C. dec, of N-ethyl-2-nitro-a-phenyl 
phenethylamine hydrochloride. 

Analysis: Calculated for C16H1gN2O2J1c1, 62.64%C; 
6.24%H; 9.13%N. Found: 62.53%C; 6.20%H; 9.22%N. 

EXAMPLE 2.3 , 

‘1M borane-tetrahydrofuran complex (42 ml) is added 
dropwise to a cooled, stirred suspension of 6.00 g of 
2-nitro-a-phenyl-N-propionylphenethylamine in 60 ml 
of tetrahydrofuran. After complete addition, the mix 
ture is allowed to stir at room temperature for~24 hours 
after which the excessv borane is decomposed by the 
successive additions of 20 ml-of 5% hydrochloric .acid 
and 2 m1 of acetic acid. The acidic mixture is allowed to 
stir an additional 30 minutes, after which the mixture is 
basi?ed with 20 m1 of 50% sodium‘hydroxide solution. 
The mixture is then poured onto 100 ml of water and the 
aqueous phase extracted with methylene chloride 
(2 X 100 ml). The combined methylene chloride extracts 
are dried over anhydrous magnesium sulfate and the 
methylene chloride'evaporated affording a yellowoil, 
which is dissolved in 50 ml of ether- Ethereal hydrogen 
chloride (100 ml) is added precipitating the hydrochlo 
ride salt as an oil. The ether is evaporated and the result 
ing gum is dissolvedin 40 ml of hot isopropanol. Upon 
cooling white crystals, mp l89°-l92"v C., of 2-nitro-a 
phenyl-N-propylphenethylamine hydrochloride falls 
from solution. > 1 r Y I‘ - » 

Analysis: Calculated for C17H20N2O2.HCl: 63.65%C; 
6.60%H; 8.73%N. Found: 63.64%C; 6.88%H; 8.38%N. 

EXAMPLE 24 ‘ 7 

1M Borane-tetrahydrofuran complex (60 ml) is added 
dropwise to a, cooled, stirred solution of 9.00 g of N 
benzoyl-Z-nitro-a-phenylphenethylamine in 901ml of 
tetrahydrofuran. After complete addition the mixture‘is 
stirred ‘at 'room~temperature for 4 hours. vAdditional 
tetrahydrofuran (100 ml) andv 1M borane-tetrahydrofu 
ran~ complex (30 ml) are added to‘ aid in the dissolution 
of the reactants. The mixture is allowed to stir at room 
temperature for 24 hours after which the excess borane 
is decomposed by the subsequent addition of 45 ml of 
5% ‘hydrochloric acid and 5 ml of acetic acid. The 
acidic mixture is stirred at room temperature ‘for an 
additional 0.5 hours after which '25 ml of 50% sodium 
hydroxide solution‘ is added. The tetrahydrofuran‘lis 
evaporated from the mixture and the resulting aqueous 
mixture is poured onto 125 ml of water. The aqueous 
phase is extracted with methylene chloride (1 X150 ml, 
l><100 ml). The combined methylene chloride extracts 
are dried over anhydrous magnesium sulfate and evapo 
rated to give a solid which recrystallizes from 150 ml- of 
100% ethanol giving ?ocullan'ticrystals. The ethanolic 
?ltrate is acidi?ed with 100 ml of ethereal hydrogen 
chloride Upon prolonged standing the hydrochloride 
salt falls from solution. Recrystallization of the salt from 
40 ml of ethanol gives yellow granules, mp ,2l5°—218° . 
C., of N-benzyl-2-nitro-a-phenylphenethylamine hy- ' 
drochloride. - 

Analysis: Calculated for C21H20N2O2.HCl: 6‘8.38%C; . 
5.74%H; 7.59%N. Found: 68.11%C; 5.58%I-I; 7.66%N. 

‘ EXAMPLE 2s ' ‘ ' ' 

1M Borane-tetrahydrofuran complex (60 ml) is-added 
dropwise to a stirred, cooled suspension of 9.00 g of - 
N-cyclohexylcarbonyl-Z-nitro-a-phenylphenethyla 
mine in 90 ml of tetrahydrofuran. After complete addi 
tion the mixture is allowed to stir for 4 hours. Addh 
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tional borane (30 ml) and tetrahydrofuran (100 ml) is 
added to complete dissolution of materials. The mixture 
is stirred an additional 16 hours. After cooling of the 
mixture, the excess borane is decomposed by the subse 
quent additions of 45 ml of 5% hydrochloric acid and 4 
ml of acetic acid. The mixture is stirred for % hour be 
fore the addition of 25 ml of 50% sodium hydroxide 
solution. The tetrahydrofuran is evaporated from the 
mixture and the resultingbiphasicmixture is poured 
onto 125 ml of water. The aqueous mixture is extracted 
with methylene chloride (1x150 ml, 1X 100 ml). The 
combined methylene chloride extracts are'dried over 
anhydrous magnesium sulfate ‘and the methylene chlo 
ride is evaporated giving a yellow oil. The oil is dis 
solved in 100 ml of ether. Ethereal hydrogen chloride 
(200 ml) is added. Upon standing, a white precipitate 
falls from solution. The ether is evaporated and the solid 
is recrystallized from 50 ml of ethanol giving crystals, 
mp 225°—228° C., of ‘N-cyclohexylmethyl-2-nitro-a 
phenylphenethylamine hydrochloride; ' 

Analysis: Calculated for C21H‘25N2O2.HCl: 67.28%C; 
7.26%H;I7.47%N.‘Found: 67.08%C; 7.26%H; 7.51%N. 

' EXAMPLE 26 

. A stirred ice water chilled suspension of 12.3 g of 
N-formyl-a-(4-methoxyphenyl)-2-nitrophenethylamine 
and 120 ml of tetrahydrofuran is treated over 20 minutes 
with 85 ml of 1.01M borane in tetrahydrofuran. After 
total addition the solution is stirred for 3 hours with ice 
water cooling and then allowed to stand 2 days at ambi 
ent temperature with exclusion of moisture. The stirred 
solution is chilled and quenched by dropwise addition 
of 40 ml of 5% hydrochloric acid and 4 ml of glacial 
acetic acid. Two hours after total addition the mixture is 
made alkaline with 50% sodium-hydroxide solution, 
diluted with 50 ml of water and concentrated on a ro 
tary evaporator to removed the tetrahydrofuran. The 
residual liquid is extracted thrice with 70 ml portions of 
dichloromethane and the combined organic phase is 
dried over anhydrous sodium sulfate, ?ltered'and con 
centrated to an oil. A solution of the oil and 100 ml of 
ether is treated with ethereal hydrogen‘ chloride giving 
a gum. The ether-gum mixture is evaporated to-a- yellow 
colored amorphorous foam which is recrystallized from 
isopropanol to provide almost :color'l'es‘s ‘crystals, gmp 
1812185’? C., of a-(4-methoxyphenyD-N-methyl-Z 
nitrophenethylamine hydrochloride.‘v '- ' ‘ ' 

Analysis: Calculated for C16H13N2O3.HCl: 59.54%C; 
5.93%H; 8.68%N. Found: 59.24%C; 5.81%H; 8.65%N. 

EXAMPLE 21 
To a cooled mixture of 33.6‘ g of N-formyl-a-(4 

methoxyphenyl)-2-nitrophenethylamine- in 500 ml of 
tetrahydrofuran, 408 ml of 0.98M of boron hydride/tet 
rahydrofuran is added dropwise keeping the internal 

_ temperature at 0°—l0° C. The mixture is‘ allowed to 
stand overnight at ambient temperature. To the cooled 
mixture 100 ml of 5% hydrochloric acid is added cau 
tiously, followed by addition of 20 ml of glacialacetic 
acid. The solvent is evaporated in vacuo and the residue 
treated with 10% sodium hydroxide solution. The free 
base is extracted with ether, dried over anhydrous so 
dium sulfate and ?ltered. The product is precipitated as 
the hydrochloride salt by addition of ethereal hydrogen 
chloride to the ether extract.’ Recrystallization from 
ethanol gives crystals, mp l85°-187.5° C., of a-(3,4 
dimethoxyphenyl)-N-methyl-2-nitrophenethylamine 
hydrochloride. 
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Analysis: Calculated for C17H20N2O4.HCl: 57.87%C; 
6.00%H; 7.94%N. Found: 57.77%C; 6.09%H; 7.93%N. 

, EXAMPLE 28 

To a cooled mixture of 31.1 a g of N-formyl-a-(4 
tluorophenyl)-2-nitrophenethylamine in 500 m1 of tetra 
hydrofuran, 441 ml of 0.98M borane in tetrahydrofuran 
is added dropwise. The mixture. is allowed to stand over 
the weekend. The mixture is cooled and 100 ml of 5% 
hydrochloric acid and 20 m1 of glacial acetic acid are 
added cautiously. The solvent is evaporated in vacuum 
and the residue treated with 10% sodium hydroxide 
solution. The free amine is extracted with ether and 
dried over anhydrous sodium sulfate and ?ltered. Ethe 
real hydrogen chloride is added dropwise to the ?ltrate 
and the product precipitates as' the hydrochloride salt. 
Recrystallization ~ from ethanol gives crystals, mp 
24l°-243° C., of a-(4-fluorophenyl)-N-methyl-Z-nitro 
phenethylamine hydrochloride. 

Analysis: Calculated for 
57.98%C; 4.87%H; 9.01%N. Found: 
5.15%H;_9.0l%N. 

EXAMPLE 29~ ' i 

To a cooled solution of 17 g of N-formyl-a-(4 
methylphenyl)-2-nitrophenethylamine in 200 ml of tet 
rahydrofuran, 122 ml of 0.98M borane in tetrahydrofu 
ran is added dropwise in anatmosphere of nitrogen. 
The temperature did not exceed 10° C. during/the addi 
tion. The mixture is allowed to stir at room temperature 
for 4 hours. Excess borane is decomposed by addition of 
50 ml of 5% hydrochloric acid and 10 ml of acetic acid. 
The mixture is allowed to stand over theweekend. 
Tetrahydrofuran is evaporated‘ in vacuo. The residue is 
treated with 10% sodium hydroxide solution, extracted 
with ether and the organic'phase is dried over anhy 
drous sodium sulfate and filtered? Ethereal hydrogen 
chloride is added to the, filtrate‘ and the hydrochloride 
salt precipitates. Recrystallization from ethanol yields 
crystals, mp 235°—238° C., of d-(4-methylphenyl)-N 
methyl-Z-pnitrophenethylamine hydrochloride. , 

Analysis: Calculated for .C15H1_§N;02.HCl: 62.64%C; 
6.24%H; 9,13%N. Found: 62.50%C; 6.23%H; 9.14%N. 

EXAMPLE 30 . 

A stirred ice water chilled solution of 27.8 g of l-(4 
methoxyphenyl)-2-(2-nitrophenyl)ethanone oxime ace 
tate and 250 ml of tetrahydrofuran is treated over 30 
minutes with 360 ml of 0.94M borane in tetrahydrofuran 
(four-fold excess of boron hydride). After total addi 
tion, the solution is stirred for 1 hour at ice-bath temper 
ature, followed by stirring at ambient temperature for 4 
hours. The solution is then allowed to stand for 2 days 
at ambient temperature. The stirred solution'is chilled 
with an ice water bath and quenched by dropwise addi 

. tion of 100 ml of 5% hydrochloric acid. A colorless 
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precipitate separates and the mixture is stirred for’ 2 
hours with cooling. Glacial acetic acid (15 ml) is added, 
followed by stirring for 2 hours and then standing over 
night at ambient temperature. The’stirred suspension is _ 
then treated with 300 ml of 10% sodium hydroxide 
solution, followed by removal of excess tetrahydrofu 
ran on a rotary evaporator. The residual biphasic mix 
ture is “extracted thrice with 200 ml-portions of methy 
lene chloride. The combined organic phase is dried over 
anhydrous sodium sulfate, vacuum ?ltered and evapo 
rated to an orange colored oil. A solution of the oil and 
200 ml of anhydrous ether is treated with a slight excess 



4,459,230 
25 

of ethereal hydrogen chloride. The precipitate is col 
lected by vacuum ?ltration. The ?lter cake is washed 
twice with ether and dried in vacuo at 40° C. over 
sodium hydroxide pellets. Recrystallization of the crude 
product from 600 ml of 95% ethanol gives 16.1 g of 
slightly yellow crystals, mp 240°-242° C., of a-(4 
methoxyphenyl)-2-nitrophenethylamine hydrochloride. 

Analysis: Calculated for C15I-I16N2O3.HCl: 58.35%C; 
5.55%H. Found: 58.21%C; 5.25%H. 

EXAMPLE 31 

To a cooled solution of 48 g of 1-(4-methylphenyl)-2~ 
(2-nitrophenyl)ethanone oxime acetate in 350 ml of 
tetrahydrofuran in an atmosphere of nitrogen, 594 ml 
1.01M borane in tetrahydrofuran is added dropwise. 
The internal temperature remains approximately 0°-20° 
C. during the addition. The mixture is stirred for 45 
minutes at ice bath temperature and then stirred over 
night at ambient temperature. The mixture is cooled and 
the complex is decomposed by cautious addition of 6N 
hydrochloric acid. A precipitate gradually forms and 
the mixture is stirred overnight. Tetrahydrofuran is 
evaporated in vacuum and 10% sodium hydroxide solu 
tion is added to the residue. The product is extracted 
with ether and dried over anhydrous sodium sulfate. 
Ethereal hydrogen chloride is added to the solution and 
the product precipitates as the hydrochloride salt. Re 
crystallization from ethanol gives crystals, mp 
265°—269° C., of a-(4-methylphenyl)-2-nitrophenethyla 
mine hydrochloride. 

Analysis: Calculated for C15H16NzO2.HCl: 61.54%C; 
5.85%1-1; 9.57%N. Found: 61.57%C; 6.00%H; 9.44%N. 

EXAMPLE 32 

To a cooled mixture of 92.6 g of l-(3,4-dimethoxy 
phenyl)-2-(2-nitrophenyl)ethanone oxime acetate in 600 
m1 of tetrahydrofuran in an atmosphere of nitrogen, a 
solution of 1019 ml of 0.98M borane in tetrahydrofuran 
is added dropwise. The mixture is allowed to stand 
overnight at ambient temperature. The mixture is 
cooled and 250 ml of 5% hydrochloric acid is added 
dropwise. The solvent is evaporated in vacuo and the 
residue treated with 10% sodium hydroxide solution. 
The free amine is extracted with ether, dried over anhy 
drous sodium sulfate and ?ltered. Ethereal hydrogen 
chloride is added dropwise to the ?ltrate and the prod 
uct precpitates as the hydrochloride salt. Recrystalliza 
tion from methanol-ether gives crystals, mp 229°—23l° 
C., of a-(3,4-dimethoxyphenyl)-2-nitrophenethylamine 
hydrochloride. 

Analysis: Calculated for C16H13NZO4.HCI: 56.73%C; 
5.65%H; 8.27%N. Found: 56.63%C; 5.65%H; 8.22%N. 

EXAMPLE 33 

In an atmosphere of nitrogen, 897 ml of 0.98M borane 
in tetrahydrofuran is added dropwise to a cooled solu 
tion of 69.2 g of 1-(4-?uorophenyl)-2-(2-nitrophenyl)e 
thanone oxime acetate in 500 ml of tetrahydrofuran. 
The mixture is allowed to stand over the weekend. The 
mixture is cooled and 200 ml of 5% hydrochloric acid is 
added dropwise. The tetrahydrofuran is evaporated and 
the residue treated with 10% sodium hydroxide solu 
tion. The free amine is extracted with ether and dried 
over anhydrous sodium sulfate. The ether solution is 
treated with ethereal hydrogen chloride and the prod 
uct is recrystallized from ethanol to give crystals, mp 
239°-243° C., of a-(4-?uorophenyl)-2-nitrophenethyla 
mine hydrochloride. 
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for C14H13FN2O2.HCl: 

9.44%N. Found: 56.86%C; 
Analysis: Calculated 

56.67%C; 4.76%H; 
4.70%H; 9.36%N. 

EXAMPLE 34 

10.0 g of 2-nitro-a-phenylphenethylamine in 75 ml of 
toluene is added in a dropwise manner to a cooled, 
stirred solution of 10.2 ml of acetic anhydride in 100 m1 
of toluene. Upon completion of addition, the mixture is 
allowed to remain at room temperature for 72 hours, 
after which the precipitate is collected, washed with 
ether (2X50 ml) and dried. Recrystallization from 
100% ethanol gives crystals, mp l7l°—172° C., of N 
acetyl-Z-nitro-a-phenylphenethylamine. 

Analysis: Calculated for C16H16N2O3: 67.59%C; 
5.67%H; 9.85%N. Found: 67.50%C; 5.61%H; 9.95%N. 

EXAMPLE 35 

10.0 g of 2-nitro-a-phenylphenethylamine in 75 ml of 
toluene is added in a dropwise manner to a cooled, 
stirred solution of 10.5 ml of propionic anhydride in 100 
ml of toluene. Upon completion of addition, the mixture 
is allowed to remain at room temperature for 75 hours, 
after which the precipitate is collected, washed with 
ether (2X50 ml) and dried to give white powder. Re 
crystallization from 100% ethanol+water &0 ml+30 
ml) gives pale yellow needles, mp 149°—l5l° C., of N 
propionyl-Z-nitro-a-phenylphenethylamine. 

Analysis: Calculated for C17H13N203: 68.44%C; 
6.08%H; 9.39%N. Found: 68.30%C; 5.94%H; 9.26%N. 

EXAMPLE 36 

10.0 g of 2-nitro-a-phenylphenethylamine in 75 ml of 
toluene is added dropwise to a stirred, cooled solution 
of 24.3 g of benzoic anhydride in 75 ml of toluene. After 
complete addition, the mixture is stirred at room tem 
perature for 2 hours after which the precipitate is col 
lected, washed with 300 ml of ether and partially dried. 
The precipitate is heated in boiling (400 ml) ethanol, 
cooled and collected giving white needles, mp 
185°—189° C., of N-benzoyl-2-nitro-a-phenylphene 
thylamine. 

Analysis: Calculated for C21H13N202: 72.82%C; 
5.24%H; 8.09%N. Found: 72.54%C; 5.29%H; 8.07%N. 

EXAMPLE 37 

10.0 g of 2-nitro-a-phenylphenethylamine in 75 ml of 
toluene is added dropwise to a stirred, cooled solution 
of 14.4 ml of cyclohexylcarbonyl chloride in 75 ml of 
toluene and 25 ml of pyridine. After complete addition 
the mixture is stirred at room temperature for 2 hours. 
The mixture is allowed to stand overnight, after which 
the tan precipitate is collected and washed with 100 ml 
of ether. The precipitate is recrystallized from 350 ml of 
methanol to give yellow needles, mp 2l0°-212° C., of 
N-cyclohexanecarbonyl-2-nitro-a-phenylphenethyla 
mine. 

Analysis: Calculated for C21H24N2O3: 71.57%C; 
6.86%H; 7.95%N. Found: 71.36%C; 6.92%H; 7.99%N. 

EXAMPLE 38 

A suspension of 14.0 g of a-(4-methoxyphenyl)-2 
nitrophenylamine hydrochloride, and 250 ml of water is 
treated with 70 ml of 10% sodium hydroxide solution. 
The mixture is twice extracted with 200 ml-portions of 
methylene chloride and the combined organic phase is 
dried over anhydrous sodium sulfate. Vacuum ?ltration 
and concentration affords 12.7 g of a yellow-colored oil. 
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A solution of the oil and 200 ml of methyl formate is 
heated at ‘80°-83° C. (bath temperature) for 3 days in a 
300 ml Parr stainless steel bomb. After cooling to room 
temperature the bomb is opened and the crystalline 
precipitate is collected by vacuum ?ltration. The ?lter 
cake is washed once with methylformate and dried in 
vacuo at 40° C. to give slightly yellow-colored crystals, 
mp l5l°—l53° C., of N-formyl-a-(4-methoxyphenyl)-2 
nitrophenethylamine. 

Anaysis: Calculated for C16H16N2O4: 63.99%C; 
5.37%H; 9.33%N. Found: 63.92%C; 5.29%H; 9.37%N. 

EXAMPLE 39 

A mixture of 19.6 g of a-(4-methylphenyl)-2-nitro 
phenethylamine and 230 ml of methylformate is placed 
in a Parr bomb at 80° C. overnight. The reaction is 
cooled and the solvent removed in vacuo giving an 
off-white solid. The product is recrystallized from 95% 
ethanol giving crystals, mp l30°—l32° C., of N-formyl 
a-(4-methylphenyl)-2-nitrophenethylamine. 

Analysis: Calculated for C16H16N2O3: 67.59%C; 
5.67%H; 9.85%N. Found: 67.58%C; 5.63%H; 9.94%N. 

EXAMPLE 40 

A mixture of 36.6 g of a.-(4-fluorophenyl)-2-nitro 
phenethylamine and 230 ml of methylformate in a Parr 
bomb is placed in an oil bath at 80° C. and left over the 
weekend. On cooling a crystalline precipitate separates 
giving 34.6 g of product. An analytical sample is recrys 
tallized from 95% ethanol providing crystals, mp 
l42°-l45° C., of N-formyl-a-(4-?uorophenyl)-2-nitro 
phenethylamine. 

Analysis: Calculated for C15H13FN2O3: 62.50%C; 
4.54%H; 9.72%N. Found: 62.62%C; 4.51%H; 9.77%N. 

EXAMPLE 41 

A mixture of 41.7 g of a-(3,4-dimethoxyphenyl)-2 
nitrophenethylamine and 250 ml of methylformate is 
placed in a Parr bomb at 80° C. and left overnight. The 
solvent is evaporated and the residue recrystallized 
from 95% ethanol giving crystals, mp l35°-l39° C., of 
N-formyl-a-(3,4-dimethoxyphenyl)-2-nitrophenethyla 
mine. 

Analysis: Calculated for CnHlgNzOsz 61.81%C; 
5.49%H; 8.48%N. Found: 6l'.67%C; 5.27%H; 8.42%N. 

EXAMPLE 42 

To a cooled solution of 4.17 g of acetic anhydride in 
50 ml of toluene, a solution of 4.31 g of a-(3,4-dimethox 
yphenyl)-N-methyl-2-nitrophenethylamine is added 
dropwise. The mixture is warmed to room temperature 
and stirred for 2 hours. The solvents are evaporated in 
vacuo to give crystals, mp ll3°—l 15° C., of N-acetyl-a 
(3,4-dimethoxyphenyl)-N-methyl-2-nitrophenethyla 
mine. ' 

Analysis: Calculated for C19H22N2O5: 63.67%C; 
6.18%H; 7.82%N. Found: 63.68%C; 6.20%H; 7.76%N. 

EXAMPLE 43 

A mixture of 12.3 g of 2'-?uoro-2-(2-nitrophenyl 
)acetophenone in 80 ml of 95% ethanol, 6.6 g of hydrox 
ylamine hydrochloride in 20 ml of water and 8.53 g of 
sodium acetate in 20 ml of water is re?uxed overnight. 
The product crstyallzes on cooling. Recrystallization 
from 95% ethanol gives crystals, mp 105°—l09° C., of 
l-(2-?uorophenyl)-2-(2-nitrophenyl)ethanone oxime. 
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Analysis: Calculated for C14H11FN2O3£v 61.31%C; 
4.04%H; 10.21%N. Found: 61.19%C; 4.09%H; 
10.25%N. ‘ 

' EXAMPLE 44 

A mixture of 154 g of l-(3,4-dimethoxyphenyl)-2-(2 
nitrophenylethanone in 600 ml of 95% ethanol, 70.9 g of 
hydroxylamine hydrochloride in 150 ml of water and 92 
g of sodium acetate in 150 ml of water is re?uxed 7 
hours. The product which crystallizes on standing over 
night'at room temperature is ?ltered and dried giving 
crystals, mp l29°—l30° C., of l-(3,4-dimethoxyphenyl) 
2-(2-nitrophenyl)ethanone oxime. v 

Analysis: Calculated for C16H16N2O5: 60.75%C; 
5.10%H; 8.85%N. Found: 60.75%C; 5.15%H; 8.84%N. 

EXAMPLE 45 

A stirred suspension of 46.0 g of l-(4-methoxy 
phenyl)-2-(2-nitrophenyl)ethanone and 240 ml of 95% 
ethanol is treated with a solution of 22.6 g of hydroxy 
lamine hydrochloride, 46.3 g of sodium acetate trihy 
drate and 130 ml of water. The stirred suspension is 
heated to re?ux and 95% ethanol (180 ml) is added. The 
mixture is heated for 3 hours under re?ux whereupon a 
clear yellow-colored solution is obtained. After stirring 
overnight at ambient temperature, excess ethanol is 
removed on a rotary evaporator and the residue is di 
luted with approximately 1 l. of water. An oil/separates 
and crystallizes. The solid is collected, washed with 
water and dried at 40° C. overnight in vacuo. Recrystal 
lization from 100 ml of 95% ethanol provides crystals, 
mp 106°-l10° C., of l-(4-methoxyphenyl)-2-(2-nitro 
phenyl)ethanone oxime. ‘ 

Analysis: Calculated for C15H14N2O4: 62.93%C; 
4.93%H. Found: 62.95%C; 4.93%H. 

EXAMPLE 46 

To a solution of 6.62 g of l-(4-fluorophenyl)-2-(2 
nitrophenyl)ethanone in 40 ml of 95% ethanol, 3.55 g of 
hydroxylamine hydrochloride in 10 ml of water and 
4.48 g of sodium acetate in 10 ml of water are added. 
The mixture is re?uxed 3 hours and allowed to stand 
overnight. The ethanol is removed in vacuo and the 
product is extracted with ether, dried over anhydrous 
sodium sulfate and evaporated. Recrystallization from 
95% ethanol gives crystals, mp l39°-l42° C., of 1-(4 
?uorophenyl)-2-(2-nitrophenyl)ethanone oxime. 

Analysis: Calculated for C14H11FN2O3: 61.31%C; 
4.04%H; 10.21%N. Found: 61.15%C; 4.08%H; 
10.27%N. 

EXAMPLE 47 ' 

To a mixture of 50 g of l-(4-methylphenyl)-2-(Lnitro 
phenyl)ethanone in 200 ml of 95% ethanol, a solution of 
27.8 g of hydroxylamine hydrochloride in 50 ml of 
water and a solution of 36.1 g of sodium acetate are 
added. The reaction mixture is re?uxed for 3 hours and 
allowed to stand overnight at ambient temperature. The ' 
product which crystallizes from the reaction mixture is' 
?ltered and dried. Recrystallization from 95% ethanol 
provides crystals, mp 129°-132° C., of 1-(4-methyl 
phenyl)-2-(2-nitrophenyl)ethanone oxime. 

Analysis: Calculated for C15H14N2O3: 66.66%C; 
5.22%H; 10.36%N. Found: 66.59%C; 5.31%H; 
10.45%N. 
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EXAMPLE 48 

A mixture of 156 g of l-(3,4-dimethoxyphenyl)-2-(2 
nitrophenyl)ethanone oxime and 100 g of acetic anhy 
dride is warmed on a steam bath for 30 minutes. The 
product crystallizes on standing overnight at room tem 
perature. Trituration with hexane gives crystals, mp 
ll8°-l20° C., of l-(3,4-dimethoxyphenyl)-2-(2-nitro 
phenyl)ethanone oxime acetate. 

Analysis: Calculated for C13H13N206: 60.37%C; 
5.06%H; 7.82%N. Found: 60.14%C; 5.11%H; 7.78%N. 

EXAMPLE 49 
A stirred solution of 15.0 g of l-"(4-methoxyphenyl)-2 

(2-nitrophenyl)ethanone oxime and 30 ml of potassium 
hydroxide dried pyridine is treated dropwise with 15.0 
ml of acetic anhydride. After stirring overnight at ambi 
ent temperature with exclusion .of moisture, the solution 
is heated for 2 hours on a steam bath. The solution is 
then decanted into 300 ml of ice water and the resultant 
biphasic mixture is extracted with-a total .of 270 ml of 
methylene chloride. The organic phase is washed once 
with dilute acetic acid (18 ml of glacial acetic acid di 
luted with 200 ml of water) and then twice with water. 
Concentration of the dried (over anhydrous sodium 
sulfate) organic phase affords 21.0 g of yellow oil. A 
solution of the oil and 125 ml of ether is washed sequen 
tially with 50 ml-portions each of 5% hydrochloric acid 
solution, water, 5% sodium bicarbonate solution and 
water. The (dried over anhydrous sodium sulfate) or 
ganic phase is concentrated to a cloudy yellow oil 
which is subjected to azeotropic distillation with abso 
lute ethanol. On standing overnight at ambient empera 
ture, small rosettes of crystals form and a rosette is 
removed for use as seed crystals. The remaining mate 
rial is dissolved in 40 ml of 95% ethanol, cooled slowly 
until an oil begins to separate and seeded with theprevi 
ously isolated crystals. The crystalline precipitate is 
collected by vacuum ?ltration, washed ‘with 95% etha 
nol and dried in vacuo to provide crystals, mp 65°-685° 
C., of l-(4-methoxyphenyl)-2-(2-nitrophenyl)ethanone 
oxime acetate. 

Analysis: Calculated for C17H16N2O5: 
4.91%H. Found: 62.16%C; 4.85%H. 

EXAMPLE 50 
To a solution of 47.3 ‘g of l7(4-methylphenyl)-2-(2 

nitrophenyl)ethanone oxime in 100 ml of pyridine, 40 ml 
of acetic anhydride is added dropwise. The mixture is 
warmed on the steam bath (internal temperature ap 
proximately 80° C.) for 1 hour. The mixture is poured 
into water and the product which crystallizes is ?ltered 
giving crystals, mp 95°—98° C., of 1-(4-methylphenyl)-2 
(2-nitrophenyl)ethanone oxime acetate. 

Analysis: Calculated for C17H16NzO4: 65.38%C; 
5.20%H; 8.97%N. Found: 65.42%C; 5.16%H; 9.00%N. 

EXAMPLE 51 

To a solution of 72.7 g of l-(4-fluorophenyl)-2-(2 
nitrophenyl)ethanone oxime in 175 ml of pyridine, 70 ml 
of acetic anhydride is added dropwise. The mixture is 
warmed on the steam bath for 1% hours. The reaction 
mixture is poured into ice water and the solution made 
slightly acid with hydrochloric acid. The material 
which precipitates is ?ltered, dried and recrystallized 
from 95% ethanol giving crystals, mp 74°—75° C., of 
l-(4-?uorophenyl)-2-(2-nitrophenyl)ethanone oxime 
acetate. 
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Analysis: Calculated for C16H13FN2O4: 60.76%C; 

4.14%H; 8.86%N. Found: 60.66%C; 4.13%H; 8.78%N. 

EXAMPLE 52 
To a solution of 8 g of l-(2-fluorophenyl)-2-(Z-nitro 

phenyl)ethanone oxime in 20 ml of pyridine, 10 ml of 
acetic anhydride is added dropwise. The mixture is 
warmed (steam bath) for 3% hours, poured into water 
and extracted with methylene chloride. The methylene 
chloride extract is washed with 5% hydrochloric acid, 
dried over anhydrous sodium sulfate, ?ltered and evap 
orated. The residual oil is distilled at 5 mm to give 14(2 
?uorophenyl)-2-(2-nitrophenyl)ethanone oxime acetate, 
bp 1332135“ 0. 

Analysis: Calculated for C16H13FN2O4: ‘60.76%C; 
4.14%H; 8.86%N. Found: 60.83%C; 4.09%H; 9.11%N. 

EXAMPLE 53 

To a mixture of 10 g of o-nitrophenylacetic‘acid in 29 
ml of ?uorobenzene, 4.3 of thionyl chloride is added 
dropwise at room temperature._ The mixture is warmed 
at 45° C. for 3% hours. To the cooled solution 8.1 of 
aluminum chloride is added in‘ portions. ‘During ‘the 
addition there is a slight exothermic reaction and the 
temperature rose to 40° C. The mixture is warmed to 
45° C. for approximately 1% hours. The reaction mixture 
is poured into concentrated hydrochloric acid-ice and 
extracted withether. The ether extract is washed with 
5% sodium hydroxide solution, water, dried over anhy 
drous sodium sulfate and evaporated to give a crude 
solid. Recrystallization from 95% ethanol gives crys 
tals, mp 80°-81° C., of l-(4-?uorophenyl)-2-(2-nitro 
phenyl)ethanone. . 

Analysisz' Calculated for C14H1QFNQ3: 64.86%C; 
3.89%H; 5.40%N. Found: 64.64%C; 3.94%H; 5.31%N. 

EXAMPLE 54 I 

To a mixture of 181 g of og-nitrophenylacetic acid in 
400 ml of 1,2-dichloroethane, 78 ml of thionyl chloride 
is added dropwise at room temperature. The mixture is 
warmed to approximately 65° C. then allowed to stand 
overnight at ambient temperature. To 400 ml of m 
fluorotoluene, 133 g of aluminum chloride’ is added in 
portions followed by the dropwise addition of the acid 
chloride solution keeping the temperature approxi 
mately 20°-25° C. The mixture is gradually warmed to 
60° C. and held at 60° C. until gas evolution ceases. The 
reaction mixture is poured into concentrated hydro 
chloric acid and ice and allowed to stand over the 
weekend. Additional methylene chloride is added to the 
reaction mixture. The organic layer is separated, 
washed with 5% sodium hydroxide solution and water, 
dried over anhydrous sodium sulfate and ?ltered. Evap 
oration of the ?ltrate gives a black oil. The oil is ex 
tracted with boiling isopropyl ether which on cooling 
yields product. Recrystallization from hexane provides 
crystals, mp 72°—74° C., of l-(4-?uoro-2-methylphenyl) 
2-(2-nitrophenyl)ethanone. 

Analysis: Calculated for C15H12FNO: 65.93%C; 
4.43%H; 5.13%N. Found: 66.01%C; 4.47%?1; 5.10%N. 

EXAMPLE 55 

A mixture of 46 g of a~(4=clilorobenZéyl)-B-dime 
thylamino-2-nitrostyrene, 150 ‘ml of dioxané and 50 ml 
of water is heated under re?ux for 18 hours. The solu 
tion is concentrated. The residue is extracted with 
methylene chloride, dried over anhydrous sodium sul 
fate and evaporated to an oil. The oil is dissolved in a 
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small volume of 95% ethanol and the, product crystal 

lizes. Recrystallization from ethanol gives crystals, mp 
70°-72° C., of l-(4-chlorophenyl)-2-(2-nitrophenyl)e 
thanone. 

Analysis: Calculated for C14H10ClNO3: 61.00%C; 
3.66%H; 5.08%N. Found: 60.96%C; 3.68%H; 5.15%N. 

EXAMPLE 56 

To a solution of 39.7 g of B-dimethyl-amino-2-nitros 

tyrene and 21.2 g of triethylamine in 150 ml of benzene 

is added dropwise 36.8 g of p-chlorobenzoyl chloride. 
The resultant mixture is stirred and and heated under 

re?ux for 15 hours. Water is added to dissolve the salts. 

The product crystallizes and is ?ltered off. On concen 

tration of the ?ltrate, additional product crystallizes as 

bright orange crystals, 50 g (72%). An analytical sample 
is recrystallized from 95% ethanol, mp l42°—l48° C. to 

give a-(4-chlor0benzoyl)-B-dimethylamino-2-nitrosty 
rene. 

Analysis: Calculated for C17H15ClN2O3: 61.73%C; 
4.57%H; 8.47%N. Found: 61.65%C; 4.58%H; 8.36%N. 

EXAMPLE 57 

A solution of 3.8 g of N-acetyl-a-(3,4-dimethoxy 

phenyl)-N-methyl-2-nitrophenethylamine in 100v ml of 

ethanol is hydrogenated at room temperature and 50 

psia over 0.5 g of 10% palladium on charcoal for ap 

proximately 20 minutes. The catalyst is ?ltered and the 
. solvent evaporated giving product. Recrystallization 
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from 95% ethanol gave crystals, mp l39°—l42° C., of 40 

N-acetyl-2-amino-a-(3,4-dimethoxyphenyl)-N-methyl 
phenethylamine. 

Analysis: Calculated for C19H24N203: 69.53%C; 
7.37%H; 8.53%N. Found: 69.67%C; 7.33%H; 8.56%N. 
We claim: - ' . 

1. A method of preparing a compound of the formula 

45 

55 

65 

Xm 

Yn 

in which R is hydrogen or alkyl of from 1 to 5 carbon 
atoms; R1 is hydrogen, alkyl of from 1 to 5 carbon 
atoms, cycloalkylalkyl of from 4 to 8 carbon atoms or 
aralkyl having from 1 to 5 carbons in the alkyl moiety, 
and the aryl portion of the aralkyl being phenyl or 
phenyl substituted with one or more chloro, bromo, 
?uoro, methoxy, alkyl of l to 5 carbon atoms, hydroxy 
or tri?uoromethyl groups, X and Y are the same or 
different and each'can be hydrogen, chlorine, bromine, 
fluorine, methoxy,.alkyl of from 1 to 3 carbon atoms, 
hydroxy, or tri?uoromethyl; m is the integer l or 2; n is 
the integer l, 2 or 3; and the optical antipodes thereof; 
or a physiologically acceptable salt thereof, which com 
prises cyclizing a compound of the formula 

with a compound of the formula : ' 

in the presence of an acid catalyst. 
2. The method de?ned in claim 1 in which the acid 

catalyst is ethanolic hydrochloric acid. 
3. The method de?ned in claim 2 in which the reac 

tion is carried out under re?ux conditions. 
1. * i * * 
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